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DETAILED ACTION 

A request for continued examination under 37 CFR 1 . 1 14, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1 .17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 12/1 1/03 has been entered. As requested, the 
after-final amendment received on 1 1/13/03 has also been entered. Claim 31 has been canceled. 
Claims 29-30, and 32-37 are currently pending and under examination in the instant application. 
An action on the merits follows. 

Those sections of Title 35, US code, not included in this action can be found in previous 
office actions. 

Claim Rejections - 35 USC § 103 

The rejection of claims 29-36 under 35 U.S.C. 103(a) as being unpatentable over Morita 
et al. in view of Yasue et al. is withdrawn in view of the applicant's amendment or cancellation 
of the claims. Please note however, that pending claims 29-30, and 31-36 are subject to new 
grounds of rejection under 35 U.S.C. 103(a), see below. 
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The rejection of claim 37 under 35 U.S.C. 103(a) as being unpatentable over Morita et al. 
in view of Yasue et al. and Hiroi et al. is withdrawn in view of applicant amendment to the 
claim. Please note however, that claim 37 is newly rejected under 35 U.S.C. 103(a) below. 

Applicant's amendments to the claims have necessitated the following new grounds of 
rejection. 



Claims 29-30, and 32-36 are newly rejected under 35 U.S.C. 103(a) as being 
unpatentable over Morita et al. (1999), J. Derm. Science., Vol. 19, 37-43 in view of Yasue et al. 
(1997) Cell. Immunol., Vol. 181, 30-37, and S.C. Gad (1994) Toxicology, Vol. 93 (1), 33-46. 
The applicant claims an animal model for atopic dermatitis which an NC/nga mouse which has 
been sensitized with a mite extract on the ear under specific pathogen free environment such that 
the animal displays symptoms of atopic dermatitis caused by the mite extract. 

Morita et al. teaches NC mice, an inbred strain of fancy mice established in 1955, which 
have been bred under specific pathogen free conditions and renamed NC/kuj. It is noted that NC 
mice bred under regular conditions are typically referred to as NC/Nga mice and are further 
known to spontaneously develop allergic symptoms which resemble atopic dermatitis (Morita et 
al., page 38, column 1). Morita et al. further teaches the exposure of specific pathogen free NC 
mice to fur mites for two weeks, wherein the fur mite exposure results in skin lesions resembling 
those associated with atopic dermatitis and anti-mite IgE production (Morita et al, page 39, and 
page 41). Morita concludes that specific pathogen free NC mice exposed to mite antigen 
represent a mouse model for atopic dermatitis (Morita et al., page 42, column 2). 
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While Morita et al. teaches how to make a mite extract, see page 38, column 2, paragraph 
4, Morita et al. does not specifically teach administering a mite extract rather than live mites to 
specific pathogen free NC mice in order to produce a mouse model for atopic dermatitis. Yasue 
et al. supplements Morita by teaching that the administration of mite extract to generate allergic 
responses in mice is a standard procedure (Yasue et al., page 30, column 2, and page 32). It is 
further noted that the skilled artisan would be motivated to use a mite extract over live mites in 
order to standardize the amount of antigen to which each mouse is exposed, thereby ensuring a 
homogenous population of exposed mice. Thus, in order to produce a more homogeneous 
population of mite sensitized mice for use as an animal model of atopic dermatitis, it would have 
been prima facie obvious to the skilled artisan to substitute mite extract sensitization as taught by 
Yasue et al. for the live mite exposure taught by Morita et al. in the method of producing a 
murine model of atopic dermatitis taught by Morita et al. Further, based on the successful use of 
mite extracts to generate allergic responses in mice as taught by Yasue et al., the skilled artisan 
would have had a reasonable expectation of success in generating a mouse model of atopic 
dermatitis by exposing specific pathogen free NC mice to a mite extract. 

Neither Morita et al. nor Yasue et al. specifically teach exposing the ears of NC mice to 
live mites or to mite extract, although it is noted that exposure of NC mice to live mites may 
result in live mites on the ears. However, S. C. Gad supplements Morita et al. and Yasue et al. by 
teaching that the application of an allergen or irritant to mouse ears results in an objective and 
quantifiable response, measured as ear swelling (Gad, page 34, 36, and 40). Gad states that 
evaluation of allergic responses when animals have been sensitized at sites that do not include 
the ears is more subjective and qualitative and thus less desirable than ear sensitization (Gad, 
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page 40). Thus, Gad provides motivation for sensitizing a mouse with an allergen on the ear. 
Therefore, in view of the teachings provided by Gad that ear sensitization with allergen is more 
objective and quantifiable than other sites of allergen sensitization, it would have been prima 
facie obvious to the skilled artisan at the time of filing to apply the mite extract taught by Yasue 
et al. on the ears of the NC mice in the mouse model of atopic dermatitis taught by Morita et al. 
Further, based on the successful use of mite extracts to generate allergic responses in mice as 
taught by Yasue et al., and the teachings of Gad that the ears are sensitive to allergic reactions, 
the skilled artisan would have had a reasonable expectation of success in generating a mouse 
model of atopic dermatitis by exposing specific pathogen free NC mice to a mite extract on the 
ears. 

Claim 37 is newly rejected under 35 U.S.C. 103(a) as being unpatentable over Morita et 
al. (1999), J. Derm. Science., Vol. 19, 37-43 in view of Yasue et al. (1997) Cell. Immunol., Vol. 
181, 30-37, and S.C. Gad (1994) Toxicology, Vol. 93 (1), 33-46 as applied to claims 29-30, and 
32-36 above, and further in view of Hiroi et al. (1998) Jpn. J. Pharmacol., Vol. 76, 175-183. The 
applicant claims methods of screening for an agent effective against atopic dermatitis or useful 
for preventing atopic dermatitis comprising applying at least one agent to an NC/nga mouse 
which has been sensitized with a mite extract on the ear under specific pathogen free 
environment such that the animal displays symptoms of atopic dermatitis caused by the mite 
extract and determining whether the agent reduces or prevents allergy symptoms. 
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As discussed in detail in the preceding rejection, Morita et aL in view of Yasue et al. and 
Gad provides the motivation and teachings for a mouse model of atopic dermatitis comprising an 
NC/nga mouse sensitized under specific pathogen free conditions with mite extract on the ear. 

Morita et al., Yasue et al., and Gad do not specifically teach using these mice to test for 
therapeutic compounds effective against atopic dermatitis. However, it is noted that Morita et al. 
does teach that the administration of ivermectin to NC mice treated with live mites reduces anti- 
mite IgE levels and skin lesions (Morita et al., pages 41-42). This demonstrates that the mice are 
suitable for testing potential therapeutic agents. Hiroi et al. further supplements Morita et al. by 
providing motivation for testing potential therapeutic agents in mouse models of atopic 
dermatitis. Hiroi teaches that the standard model for spontaneous atopic dermatitis, NC mice 
raised under conventional and not specific pathogen free conditions, can be used to screen for 
therapeutic agents. Specifically, Hiroi teaches that FK506 ointment, not betamethasone valerate 
ointment, was determined to be effective in suppressing and inhibiting symptoms of atopic 
dermatitis when applied to NC mice both before and after the development of dermatological 
symptoms (Hiroi et al., page 176 and Figure 1, 2, and 3). Thus, in view of the motivation 
provided by Hiroi et al. for using murine models of atopic dermatitis to determine the 
effectiveness of agents in preventing or inhibiting atopic dermatitis, it would have been prima 
facie obvious to use the screen agents for effectiveness against atopic dermatitis using the mouse 
model of atopic dermatitis as taught by Morita et al. in view of Yasue et al. and Gad. Further, 
based on the demonstration by Morita et al. that ivermectin is useful for treating atopic dermatitis 
like symptoms in the mouse model of atopic dermatitis developed by Morita et al., the skilled 
artisan would have had a reasonable expectation of success in testing agents for effectiveness 
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against atopic dermatitis using NC mice sensitized on the ear with mite extract as taught by 
Morita et a. in view of Yasue et al. and Gad. 

No claims are allowed. 

Any inquiry concerning this communication from the examiner should be directed to 
Anne Marie S. Wehbe, Ph.D., whose telephone number is (571) 272-0737. The examiner can be 
reached Monday- Friday from 10:30-7:00 EST. If the examiner is not available, the examiner's 
supervisor, Amy Nelson, can be reached at (571) 272-0804. For all official communications, the 
technology center fax number is (703) 872-9306. For informal, non-official communications 
only, the examiner's direct fax number is (571) 273-0737. 



Dr. A.M.S. Wehbe 



ANNE M, WEHBE' PHD 
PRIMARY EXAMINER 




